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after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
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DETAILED ACTION 
Status of the claims 
Claims 1-11, 19, 25, 31 and 44 are pending. 
Applicants' amendment filed 5 February 2004, which amends claims 1, 11, 19, 31, and 
applicants' request for extension of time of one month have been entered, cancels claim 23 has 
been entered. Note that claims 12-18, 20-24, 26-30, 32-43 and 45-55 were previously canceled 
by applicants' amendment filed 29 May 2001, that claims 25 and 44 was withdrawn from the 
further consideration. 

The following Office Action is applicable to the pending claims 1-11, 19 and 31. 
Please note that grounds of objection and/or rejection not explicitly restated and/or set 
forth below are withdrawn. 

IDS 

The references listed in IDS filed 1 1 June 2001, have been considered. 

Claim Rejections - 35 USC § 112, the second paragraph 
The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the subject 
matter that the applicant regards as his invention. 

Claims 1-1 1, 19 and 31 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 1 is unclear in "HSP60/65"; does it refers to HSP60 fusion with HSP65? The 
dependent claims are also rejected. 
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Claims 1, 1 1, 19 and 31 recitation of "peptide analog of isolated HSP60/65" (amended) 
is indefinite because the specification does not define what the peptide analog of isolated 
HSP60/65 heat shock protein is, and the recitation is unclear as to whether or not the said analog 
encompasses any fusion of the said protein, or protein mimetic thereof. The dependent claims are 
also rejected. 

Applicants 7 response to the rejection under 35 USC 112, the second paragraph 
The response filed 5 February 2004 asserts that the specification has provides the 
definition for the "analog" which is referred to pages 22-23; thus, claims 1-11, 19 and 31 are not 
indefinite (see page 9 of the response). The applicants' argument is unpersuasive because the 
reason set forth in the above rejection and the following. The pages 22-23 of the specification set 
forth that the term "analog' encompasses any compounds that structurally related to the heat 
shock protein (HSP); however, the specification does not define what the " peptide analog" of 
said heat shock protein is. Neither the specification nor the instant claims make it clear that (i) 
whether or not said analog (a generic term) encompasses organic compound-conjugated protein 
or HSP protein mimetic or an engineered biopolymer comprising HSP60 or HSP 65 or the 
fragment(s), e.g., HSP-nucleoprotein fusion (see Anthony, L. S. et al. (2000) 17, 373-383). Thus, 
the applicants' argument is deemed unpersuasive. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making and 
using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it pertains, or with which it 
is most nearly connected, to make and use the same and shall set forth the best mode contemplated by the inventor of carrying out 
his invention. 
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Claims 1, 1 1, 19 and 31 are rejected under 35 U.S.C. 112, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. The specification as originally filed does not provide 
support for the invention as now claimed. 
This is a New Matter rejection for the following reasons: 

The amended claims 1, 1 1, 19 and 31 recite "peptide analog of an isolated HSP60/65" 
which represents a departure from the specification and the claims as originally filed. 

Applicant's amendment filed 1 December 2003 asserts that no new matter is introduced 
(see page 8, the 1 st paragraph). However, the specification does not provide a clear support of the 
above-stated claim recitation "peptide analog of an isolated HSP60/65". The instant claims now 
recite limitations which were not clearly disclosed in the specification and claims as filed, and 
now change the scope of the instant disclosure as filed. Such limitations recited in the present 
claims, which did not appear in the specification or original claims, as filed, introduce new 
concepts and violate the description requirement of the first paragraph of 35 U.S.C. 1 12. 

Claims 1-7, 11, 19and31 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, as containing subject matter which was not described in the specification in such a 
way as to reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. 

The specification does not describe a method of treating or suppressing a vascular 
disorder sate comprising administering to a subject a composition comprising a peptide analog of 
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the HSP60 or/and HSP65. Thus, Applicants are not in possession of the claimed method 
indicated above. 

The specification only teaches the method for treating or suppressing a vascular disorder 
sate comprising administering to a subject a composition comprising an isolated HSP60 or 
HSP65 protein. 

One of skill in the art would reasonably conclude that the disclosure fails to provide a 
representative number of the peptide analog encompassing any fusion biopolymer or peptide 
mimetic comprising a portion or full-length HSP protein thereof, and fails to describe the 
biological activities of said analog receptor), and thus fails to provide written description 
regarding their therapeutic use for treating or suppressing a vascular disorder sate. Thus, 
applicants were not in a possession of the claimed method thereof 

Applicant is directed to the Revised Interim Guidelines for the Examination of Patent 
Applications Under the 35 U.S.C. 1 12, 1 1 "Written Description" Requirement, Federal Register, 
Vol 66, No. 4, pages 1099-1 1 11, Friday January 5, 2001. 

Claims 1-7, 11, 19 and 31 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for a process of treating a vascular disorder in a mammal 
comprising administering to a subject composition comprising HSP60 or HSP65, does not enable 
using any peptide analog of HSP60 or HSH60/65 in the claimed method. The specification does 
not enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the invention commensurate in scope with these claims. 
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The application disclosure and claims have been compared per the factors indicated in the 
decision in re Wands 8 USPQ2d 1400, 1400 (Fed. Cir. 1998). These factors are considered when 
determining whether there is sufficient evidence to support a description that a disclosure does 
not satisfy the enablement requirement and whether any necessary experimentation is undue. 
The factors include but not limited to: 1) the nature of the invention; 2) the breath of the claims; 
3) the predictability or unpredictability of the art; 4) the amount of direction or guidance 
presented; 5) the presence or absence of working examples; 6) the quantity of experimentation 
necessary; 7) the relative skill of those skilled in the art. 

Each factor applicable is addressed below on the basis of comparison of the disclosure, 
the claims and the state of the prior art in the assessment of undue experimentation. 
(1) The scope of the claims/(2) The nature of the invention: 

Claims 1, 19 and 31 set forth that the composition used in the claimed method comprises a 
peptide analog of an isolated HSP60 or HSP65. Yet, the specification provides insufficient 
description and working examples as to treating a vascular disorder using a composition 
comprising said peptide analog. Note that the peptide analog would encompasses the following the 
HSP analog (structural or functional analog) (i) peptide mimetic (see page 23, the 1 st paragraph of 
the specification) which can be peptide derivative wherein the HSP60 or HSP65 or fragments(s) 
thereof is conjugated with an organic compound; or (ii) a fusion biopolymer comprising said HSP 
protein; or (iii) any compounds (compositions) that functionally mimic inflammatory response- 
suppressive activity of heat shock protein (see the specification at page 23, the 1 st paragraph). 

Note that claim 1, 19 and 31 as written are directed to use of the above mentioned HSP 
analog for treating a vascular disease. 
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As structural analog is concerned, because the specification does not provide working 
examples or/and teaching as to the peptide mimetic (analog) or fusion biopolymer comprising 
HSP60 or/and HSP65, the skilled artisan cannot envision all the contemplated peptide analog 
possibilities which are structurally divergent from unmodified HSP molecules, and would not 
know how to make and use the HSP analog(s) to formulate the composition comprising the said 
peptide analog and use the composition thereof for treating a vascular disorder. 

As functional analog is concerned, make and use of the peptide analog is highly 
unpredictable. The following two issues are considered. 

(1) HSP encompasses a growing number of proteins including five conserved classes: 
HSP 100, HSP90, HSP70, HSP60 and the small heat-shock proteins (sHSPs) (see Kim, K. K. et al. 
(1998) Nature, 394, 595-599). It has been known that HSP90 participates in suppressing 
inflammatory response vai interacting with steroid hormone (e.g., glucocorticoid hormone) 
receptor (see Padgett, D. A. et al. (2003) Trends in Immunol 24, 444-448). Because of this 
inflammatory response suppressive effect of HSP90, the HSP90 protein is considered as a 
functional mimetic of the claimed composition of this application (see the above statement). 
Therefor, the claimed peptide analog would encompass a fusion protein between HSP90 ( but NOT 
HSP65 or HSP60) and a heterologous sequence. 

(2) Furthermore, Padgett et al also teach that substance P is able to reduce inflammatory 
response ; thus, non-HSP factor , e.g., the substance P should also be encompassed in the above-said 
functional analog (mimetic) . Yet, the specification does not exemplify and teach the substance P 
but HSP65 and HSP65 activity of surprising a vascular disorder. Thus, the current disclosure is 
not enabling for using any peptide analog that is a functional analog of the claimed HSP65 or 
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HSP65. Therefore, the scope of claims is outside the bounds of the enablement and would have 
resulted in the necessity of undue experimentation. 

(3) The unpredictability of the art: 

The claimed invention is directed to a vast number of the variant (analog) HSP molecules, 
which include any mutants (genetically or/and recombinantly or chemically generated), non- 
proteinous HSP derivatives, or any protein mimics of HSP. The specification provides not teaching 
or guidance as to how to make, characterize and use the variants thereof. Thus, the skilled artisan 
would not know how to make, characterize and use the variant HSP. As a result, outcome of the 
method of treating a vascular disorder comprising administering the composition comprising the 
HSP variant thereof are unpredictable. 

The instant application describe HSP65 fragment at pages 11-12. Yet, the specification 
proved insufficient guidance and no working examples as to the fragment of an isolated HSP60/65 
(see claims 1, 11, 19 and 31). As written in the claims 1, 11, 19 and 31, fragment appears to 
encompass fusion polypeptide comprising HSP60 or fragment thereof and HSP65 or fragment 
thereof. The specification teaches neither structure nor function of the said fusion polypeptide 
fragment. Applicant has disclosed only how to use full-length HSP65 (see Figures 2-5 and 
examples 1-3) for the claimed method. The skilled artisan cannot envision all the contemplated 
possibilities of HSP60 and HSP65 analogs (including the fragments thereof). Theses analogs are 
structurally and/or functionally divergent from unmodified HSP molecules, e.g., fusion biopolymer 
comprising said HSP protein and heterologous sequence(s). Consequently, conception cannot be 
achieved until a representative description of the structural and functional properties of the claimed 
invention has occurred, regardless of the complexity or simplicity of the method. Therefore, 
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unpredictability of the claimed method comprising use of a HSP65 or HSP60 or analog molecule 
thereof is exceedingly high. 

(4) The state of the prior art: 

The general knowledge and level of skilled in the art do not supplement the omitted 
description because specific, not general, guidance is what is needed. Since the disclosure fails to 
describe common attribute and characteristics that identify any pharmaceutical agent qualified 
for treating a vascular disorder. As stated above, the current claim language: a peptide analog is a 
generic term which encompasses any variants of any structural or/and functional modifications. 
Because the genus is highly variant, the specification needs to provide sufficient guidance to be 
considered enabling. 

(5) The quantity of experimentation necessary: 

In the absence of working examples with regard to the genus stated above, 
unpredictability of the art, the lack of sufficient guidance in the specification and the breadth of 
the claims, it would take undue trials and errors to practice the claimed invention. The quantity 
of experimentation would be large and unpredictable. One skilled in the art would be required to 
carry out an undue experimentation for screening and characterizing the HSP peptide analog 
molecules that have pharmaceutical activity against vascular disorder state. 

(6) The relative skill of those in the art: 

The general knowledge and level of skill in the art do not supplement the omitted 
description with respect to a massive number of variant sequences of peptide. In view of the 
preceding factors (1-5), the level of skill in this art is high and requires at least a molecular 
biologist with several years of experience in mutagenesis, protein engineering as well as 
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knowledge in HSP biochemistry, pathology and pharmacology. Yet, even with a level of skill in 
the art as those mentioned in precedence, predictability of the results is still highly variable. An 
unduly level of skill is needed for the skilled artisan in order to identify the useful HSP molecule, 
which is selected from the five HSP classes and functionally characterized for its efficacy of 
treating a vascular disorder. 

In consideration of each of factors stated above, absent factual data to the contrary, the 
amount and level of experimentation needed is undue. 

Applicants' response to the rejection under 35 USC 112, the first paragraph 
The response filed 5 February 2004 discusses the issue reading enablement of argument 
of the HSP65 fragment; and based on this, the response asserts that the instant amendment to the 
claims is enabling for the claimed method using the peptide analog of an isolated HSP60/65 (see 
page 10). The applicants' argument has been fully considered but it is unpersuasive because of 
the reason stated in the above stated ground of rejection and the following reasons. 

Note that said fragment recited in the instant claims appears to be a fusion peptide between 
HSP65 and HSP60, which is therefore not supported by the enablement (also see the statement 
supra). The presently claimed peptide analog encompasses any peptide mimetics or any fusion 
biopolvmers comprising HSP60 or/and HSP65 or fragment(s) thereof (see the statement supra). 
The peptide analog is neither supported by written description nor by the enablement. The generic 
phrase "peptide analog" reads on functional analog of HSP65 or HSP60, which encompasses any 
non-HSP protein or any biomolecule as long as it has ability of mimicking inflammatory response- 
suppressive activity of heat shock protein (see the specification at page 23, lines 6-7). Therefore, 



Application/Control Number: 09/809,745 Page 1 1 

Art Unit: 1653 

the current claim language "peptide analog" renders that the scope of claims is outside the bounds 
of the enablement and would have resulted in the necessity of undue experimentation. 



The claim rejections - 35 USC §103 is withdrawn in light of the applicants ' amendment to the claims. 

Conclusion 

No claims are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). A shortened statutory period for reply to this final action 
is set to expire THREE MONTHS from the mailing date of this action. In the event a first reply 
is filed within TWO MONTHS of the mailing date of this final action and the advisory action is 
not mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of the 
advisory action. In no event, however, will the statutory period for reply expire later than SIX 
MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Samuel Wei Liu whose telephone number is 571-272-0949. 
The examiner can normally be reached from 9:00 a.m. to 5:00 p.m. on weekdays. If attempts to 
reach the examiner by telephone are unsuccessful, the examiner's supervisor, Dr. Christopher 
Low, can be reached on 571-272-0951 . The fax phone number for the organization where this 
application or proceeding is assigned is 703 308-4242 or 703 872-9306 (official) or 703 872- 
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9307 (after final). Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is 703 305-4700. 



Samuel Wei Liu, Ph.D. * V-^' 1 ^ ^ 

March 15, 2004 

KAREN COCHRANE CARLSON, PH.D 
PRIMARY EXAMINER 





